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[oooi] ^mrnte. thftmft&mm<DmmwmmmftRTf^<Dftmxmmirz> 0 
[0002] nwkftBzmm-z, Mm^mm^mm-mi^mhmm^m^mcL-x^^o u 

■&m'>-rz>o tot, m%.\z. nm^mm^mmm^m^xMim^mm^tc 

^<^H*Brtm ftm^—timm^&vxv^t^^mvttf&v, ^ # 
miaiM^<D?„mhfr<9. ftm&mKxzmmn, -^^mmmt^mm^\ 
[0003] nmm. msK^-rx^ m.^m^mm.^m^xm, Mm±&2, 

>Wk3, ^j^^®4, ^^m5mri§m\HBim^Qfrhmj&^fix\^ 0 nmfe, m 

m-~rz>t\^mhibz>o ftm&m&~t%Kvx-b, ^(d^k^x\± 

m\H^mmm^mmir^^m(Dnmm^mffmm^nx\^mm2oo2-78723^ 
&m 0 
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[0005] lt^u ±m^mi^\^xh, ftj&mm&m^t'ftm^m-e&v), nmv^-— 

[0006] ^mm<v g rtb^opgffis^ii^i-sfcfe^, M^t^^m^ 

[0007] ±Mwm^^rtt#><D*mm\^ «r©i^^ 

(2) mmmm^—^^^y— ^.mm^rxmm^mmu^h^xh 
m^m^mmm^tc^i^mmm^m^'r^a) (2) ^ib«<d^js#: 0 

*H^fc«^#:S*^J(DjB^i-§ (1) - (3) <Dl ^^JW-fBife^ Jgfo 

(5) mmm^^hskmy^^^^x^ (3) (4) ^ib«om#: 0 

(6) mm^y-^>-^4^iiy-h^mu^±m^—h±x^hnm^&mm^ 
mm\^x\ihnmftj&mM<Dmmmm*j&f&irz>z.t*^t?. thftmfoj&mmvm 

%x&% (6) icmm^mo 

7-Sf>?4^>-b±Xn5 (6) £fcfS (7) ^|E«(D^& 0 
(9)S*H^^th«^^n^^^-tr^ (8) ^WB«c0^fefe 0 
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(6) — (9)©V^tU5&M21|B«©^jSfe„ 

(11) ffrfEth^JifrtM^ 

1 X 10 5 -1 X 10 7 te/ml©*6ffl£**-5 (7) - (11) (DV^^^fEft^fe, 

(12) ^Hrt^:*0JiS«ft$ti,^(7)-efe§ (6) - (i i) <d\ ^tifr\z.um<Djjm 0 

(13) #»ft^2-10ft-e*>5(12) fcfBffctf^ifco 

(14) nm\HBimm<DmmfiK 37°c, io%co ©^^b^fc^fcsce)—* 

2 

13)^V^tt;6^ci|E«(D^ 0 

(15) iS^V^-^S^i^ffit-^^^ifiLW^ MHi^&^tr/vny 
^^««i£#}t£fflV^Tt>;ri3 (6) - (14) <D\,^~tflfrKmM<nJfm o 

[0008] #3&BHfcJ;;fc,fc£, #*BT^^rt^lHJ^^ita^JB^«S#:^##^i-^^^^-e^ 

So 

[0009] ^rnwit. mw^7-^?47i^-hRT$^<D*/-h±Kntfbfttcthftmft 
[ooio] ^mm^mm^mmir^mm^-^^^y-b^ ^mm^n^pu) 

£5-500 /z mcDftffl^feJx^C ^JUI P^I^#3fiO^.^#*i-§^^«5-50 n 

[ooii] ^(D^^^p^^^-^v^-Y^iv—h^, m^^^Br^^^-^v^^r^^ 

^ifc11)©^rW^t5 0 (1)T/V^y Br^^7-^V(f?!jx.fi\ Hattori 
S, Adachi E, Ebahara T, Shirai T, Someki I, Irie S, J.Biochem. 1999;125:676-684j^ 

M),^b^fii37-^V^J;5^«^^pH4tiim^37^-^v, (2)Wmm&=*9 

[0012] mm^9— f^z^-Tvy— ^—^mm^T^jMmt^mM^mu 
t&mvx&m-rz^t&x^Zo mrni^ wx^mmx-hxw 
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[ooi6] mmmj-Rxi^mmmn, ^mm^mmi^m^imm^t-m^^mm 

[0017] kit, *mw<Dmmfc(Dftmjfmz.^^xm.mirz )o 

±x^bnmp^mm^mm^x^bnmp^mm(Dmmmm^nmir^t^t^ 
„ mm^y-^^^y-bn, mmm^t^^mmm^-b\^tc.mm^y 
-v^^i^-bxh^t^x^o mmKm^z>Kb'%mft&Mifote. #11200 

[0018] tbftmfts&mm^mmn, nb^m^^m^^mmm^mm^—^^ 
^>-b-kim&u Mw^-^>?4^>-bXfaKm>bti&mirfrmzft?^ 
ti>K tbftmftfemm<Dmfam&&±tf%b\,^mtifrb&^\\ m^tm, mz. 

te\ 500— 2000vpmCOmMb-f-^b^X^^ o 
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[0019] KhMmftBtmfaiDa?— ?i/*y— h_h-e(D^^*3v^, ^mw^(OMY^mn 
j&mm<Dmm^ mz.t£. i x io 5 -i x io 7 {@/mi<z)$5H^«^^^-e#§ 0 



[0020] ^JSIl^Mte, »$tL7t^(D-efe!9, $f*L<{i, mm*2-ioftxh%i><DX 
[0021] ^ig|ft&jiM<£>=t^— h_h-ecD^^« % 37°C, 10%CO 

2 

[0022] j$a^^ffli-^l0J3ait#m^LT«, ft^M^^^^^^ffl^tb^ 

D-MEM, MEM^^#(f hfb, (Low Glucose) <Di$i& (D-MEM^Q 

iO^^lkff (FBS)5-15%, ^H^#^^«^i:^W^bv\ ^-e, Jgife 
(^^^rS^=-^*S«:. ^(ISi^tiSaiS-Cfct), 2.0 g/L 

OT, 09*.frfO.l~2.Og/U #*L<tt0.1— 1.0g/L-efe§ o *fc, fiScftH^LTteB 
Mit^SH^- (BCGF) , ±^figSH^- (EGF) , Ml^EGF (rEGF) , Ml^«if 

mia^(FGF) ^tt, iox«iim^H^-^3ii:m^^Tj$ifi^'^^-$ 

TtZ>^t&X*%Z> 0 r^©^H^©^fiStt, l-5ng/rm\ 0*b<«l-2 
doxycycline) ^(DpoMM, yr^y^{¥ungi7,one)m<DV5tl\fM^Wi^^thX 

[0023] J3&a?M«35-38°C, £L< mTCX&Z> 0 ^LT , 90- 100%»| ($?*L< 

100%»lh 5— 15%CO (£?*L<m0%CO )(D-0^=u^— fftXm^TZo i£ 

2 2 

[0024] 37-y^-Ml:ITt5ttt!ijEfrt^ttfS (3000cells/ mm 2 ) <D2 
{§J^_t/$W*L-<, 2{§(6000cells/ mm 2 ) — 10{g (60000cells/ mm 2 ) /^£ib^?3;U/> 
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[0025] ur, *mm&mMmfc£V£bizmmz.®.m-rz>o 
[oo26] [MhMm^mmcotc^comm^xmnm^m 

15%^i/jJ&JSjfiL^(FBS)^ 2. 5mg/ / L(D^T^ :a ryV(ftingizone)(dfV='(Gibco) B 
RL, ^^KT^>-K(Grand Island), NY) % 2. 5mg/LOK^^^yy, feit) 5 
2n g/ /ml(D^Stt(basic)^*i^^H^ii5»H^(bFGF) (i^-v(Sigma\ ir^h/W^ 
(St. Louis), MO) ^r^PLfc, {S^/V=i— ^JSISCLow glucose^VW^jy^tt-l'— # 
/WgifeCDulbecco's modified Eagle mediumXDMEM^fe&S^ft^iW-e, fcMtJJg 

?—rpX\ 37°C, 10%CO ^{£ofc 0 ?^J&^KJC(ECM)<D£)&<Dfc& 

2 

LTbfgi&te, 10%FBS, 5%^F-Jfr?# (=¥^=i(Gibco) BRL), 2. 5mg/107r^f 
yV, 2. 5mg/a<DK=3r^lM^!J^ 2ng/ml(DbFGF, *3 £TJ?2%^r.Xh7>'(v' 
^(Sigma)) Sr^tf, iS7>3-7lSDMEM^bm©-e^ofc 0 fch^flU 

[0027] [th^Jglft&«<^W^II] 

th^j^rt^^BJ^CDtJftit^^l^ te^CtWMiyata K, Osakabe Y et al., Cornea, 
2001; 29:59-63)^fBgt£;?XTV^J;5^MU'c 0 ff^f^, ^Jg (full-thickness) 

df— •-e«7^7 1 >'«^-l'^-^X«T-f > /^^(Rocky Mountain Lions' Eye Bank)^i^#fc 0 

^I$Lfc„ ^^/t«9, ^J200jg|(DM>t^, ^^^Jl^rt^M^^ 0 ^« 
^lf«Lfc, 4o<D35mmi:miIIL_h^ ft&MiliJ^T^L-CfK, 

0 *3#^^Lfc„ +#&if MM^S^Ucib, tH§|J£ll*I&M^ 1:1-1: 
4<D#J^-e^ft$*7to ^<Z)f<Z)«ft^, #J^1 : 16^Lfc^«IHC7J^^f o 

[0028] [j$#b7tth^Hrt^lBJiaOr 2 9-^V^-h_h^(D^a] 

• Ulf— ^ • -i^Tfrj*?*.'— Y • ^ • / W^-^hy ^(Nippi 
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Research Institute of Biomatrix) (JlC^ B frioffitc^?— YX&>oKl 0 ^ 

& icmmnm^f'T/Ujjy Br^^7-^V(^Mft*) 12g£r5cmX 7.5cm<DT 

b-C#yt 0 i©37- yViX— ,@<$£fif LfcOoosely cross-linked)^-f:7°I=t^— 
y^0^5/M7— ^ib&3 Stenzel KH, Dunn MW, Rubin AL, Miyata T, 

Science,1969;164:1282:1283) 0 
[0029] ^fflfift-, ^^^^(desiccated)^— h^, WMUt.^M'^M^KlO^ 
$5SlUfc(|E|lA) 0 /*4ilr?*/— s<>«?bLX, 6. Ommhk7^%tfflLfc(^'> 
7*>r;fr/K J£J=L, 0^:) o ^40— 50i«m<DJ¥$-e*>o7^o 

-te/VhyyZr— (Cell tracker) CM-Dil(C-7000 N ^U^^— • 7°P-^ 
(Molecular Probes), OR) {CXoXUMl^fCo ffltoit<DW.Wl\^ CM-Dil£\ V>WtM 

Ufcl. 0X10 6 ^(Dfch^ft&&HJ§fr^ 5k_kX\ 5&m37X;X\ ^WC, 35^15^ 
K4 < Ct?, 5m\(DCM--Diimm^X4>^-<—bVfc 0 WMit^, tYftWk\H$MM 

~7r;V^rl/T • /W^^^(Amersham Pharmacia Biotech) AB, ^^^^(Uppsala), X 
r>;n— -tV) 300 Ai lcp i-S^bfCo 

[0030] vC, 37-^>>'-f^, 1.0/z g/mm'cDthjfelt^^t 3 ^^^^ (^r^ 

(Gibco) BRL)-eM«bf' 0 SOO/ihD^ltffi^^l. 0 X lO^^M^tHlflllft 

^7c 0 7^^X\ is— h^<Dmm(Dmm^3Mm^ir^fc^K, 7V— lOOOrpm 

(i76 g )-eio£f H i, m^m^fco is—h&mjfommmmwtt 0 ra^u^, m 

^£*Vfc(IEIlB) 0 

[0031] ithfimftj&mm^—^y— h<D^>^mm<Dwimi 
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C, J Physiol 1983;342:409-419, Wigham C, Hodson S., Curr Eye Res., 
1981;1:37-41, Wigham CG, Turner HC, Swan J, Hodson SA., Pflugers Arch., 
2000;440:866-870) iC&'>&lE&Mz.X ^ 4^<DKhfi& ft feting?— fls^s— h 

WC, WMWi^S^m ^(relaxing radial incisions)^6[Hffofc 0 K**— <£>;fcjR(n=4) 

, ^S'v'^OJssing)^^— fpt-MV^fCo NaCU 117. 5;NaHCO x 24;KCL. 4; 

2 

NaHPO , l;MgSO , 1;^/V=i— ^ 4. 45;3l7n(reduced)^/^^^->'. l;CaCl % 

2 4 4 2 

2. 54(mM)^, 5%CO , 7%0 , 88%N ;WM^^.£oT^Vz:fc^TpH7 

2 2 2 

. 38KVfcV^— (Ringer)^tp-C, ^JRSr^^.'*— hUt, «fifcll*3J:t5^SB& 
ft^tfS^S&^flB^fc^Lfc^ r>T^-f^(0. ImM) , Na + -K + ATPase[5@.W^IJ 

[0032] [i^*Lfcth^J^rt^*fflJiao^i^^©#«] 

^T/^^^-T^K-fVa^-yi^— ^(Ophthalmic and Vision Research) t$(DWs<$) 

• m^^y^^/V . 7--7/VX^yn-jKWT^K • v^^Saitama 
Experimental Animals Inc Japan) H^^^Otfcofco #:Jt2. 0—2. 4 

k g <D8E<£>—^— v 5 — 9^K*!7>rh9tryhSr, ^^tKn^nyK(60mg/kg, = 
MM. 0^c)*5j:Wiy^v ? ^(xylazine)(lOmg/kg, ✓M'avKBayer), hVSOS: 

(T/V3>"^— ^^7/HAlcon Surgical), MM* 0*)£rffll^C, 12^^©^^^^ 
LTCcentered at 12 o'clock), 6mm(D^jR-g0^^rfTV\ tt#tt|lJ(t7oy 
(HealonX T^v^-A* ^T/^^^T-s^^rrPiAmersham Pharmacia Biotech) AB£r 
, BffM^aAbfc(03A) o -v— ^>?-<> (cf^'^F^YV— X*±(Devon 
Industries Inch -rKUyK. *^>0^JR^ffiial&«r3IVXfc:8K 30^— v^tf^ 

(Descemetorhexis)Sr^^b(IH3B), BS^iiijM^ib, £rl&*Lfc (g|3C) 0 1 
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sr. m+texoxmm^mxj^ r^m^m^t^mmmm^mm\,xm^tc( 
m3D) 0 PBs\z£^xmm&3mfm-ut&. nmrnu^^bMrn^m^mmm 

JB<^^#:(recipient)||ff^cD^^flftigLfc 0 tbfimfaJ&M&CDttt^$)m<DW: 

1~4v^m&& (-v=(Mani), B*) fc&oXmt. *:<DW$kK. ^n^v^ 

(ofloxacine)|g^ffl#CW (^^(Santen), *fiR, 0 3r,&HSUh 0 
[0033] ^3^, 2o©^;W ^;HCEC(^*^J^£rf&J^Et£>*K a?- ^ViX— h_hT?jg 

[0034] [Etelfilll] 

»£>7, 14. *5ir^28 0fU-^*£rigofc o M^mm&n (h-^(TomeyX 

E 0*)?rffli/^ AH*^©J¥£«rSI}£U #flfa><bl, 3, 7, 14, 21, *5i7j? 

28 B^C, ^ClgJEEff* (^7VV30:?7^y^\ MENTOR O & O, 7/V^oi/HNorwell) 
, MA) taot, |gFW3r«!l^U5:„ 3tU(D^^«9(D ¥*&#&£rJfc«>7to 

[0035] [fc^jRrt&»iia©3iia«^wiftat*5J;tJ«^^k] 

(^-^^•77- v^a- ^#/VX(Dainippon Pharmaceuticals), ^C§R, 0;fc) 

, i?&s<y&iz.&tf?vtt 0 4^<Dnnmi^tz.ftmrp(7>4-D<Dmt£z>MiLX\ o. 

1mm XO. lmm^^(DMifc£i&:x.fc 0 ^c3feSIW» ( i &7 ? /V'BH2-RFL-T3*5 
£TJ?BX50, ^-y^^, JUm, 0 *) T, St)^^^420nm*5j;^3fe^*480nm 
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^Mmount)i£$^f«^fibfcL 0 #CVvC\ ^ttlh^ pH7. 4X\ A%^y^>VJ*T >V 
7*fcK(!7=i— (Wako))^0. 1M PBSd^SH^J^^Sfb^, -20 o C-C, 

[0036] ^m^fcnmcowyf^. e^k^u io%*^yy(!73- (wako» ^@ 

^LTto ^$rbfc(sectioned)f£3|8f£, OCPfb^W (Tissue-Tek(jS^) , v^X- 
^^hU— X(Miles Laboratories), ^-<y/V(Naperille), IL) f^StU -20°C^{£o 

T-^#/VX(Muto Pure Chemicals), JllM, 0^)_h^te, ^^MrM'^-^v 5 

v(he) laotMb ate^flMftT-rft^bfeo 

[0037] mWr^l 

^(Scheffe's multiple comparison)^rfflV^c 0 ^J&O&VXunpairedHH&SSrfflV^ 

^H^aiT^s^— i ^(Stat View statistical software package) (T^fr^-^i^-fe:/^ 
(Abacus Concepts), i^W, CA) Srffll^Tff o/t c 

[0038] [fc^JKrtftJttwa©^ll«iS©#>^«IB] 

^te, -hStSr^'J^v^fchK^— ^JRo85, 80, *3J:t^95%©^ire*>ofe 0 =37— 
f>i/-Y(D?}. (IH2A) fcfctflc J^#J:tfrt&«:#0K*v ^J^(^-^ 

te^&i* ) COmi^mi-i, #B#^-e0mVC$>ofc 0 Na + -K + ATPasePl^J^T-<-fV 

«r^r>v<— fc3&&nufcH, sortie i-^r<D^hit3|sf^*3v>T, «{£^o 
[0039] k^-^isi, =*9— k asiowiiss rtftjwwaa^— Msiasits, 
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[0040] m&mmm 

tbftmftfcMm<Dmm%}m&m&. hcec^w- ^^-c, nmnm^ m 

JSB?tt-rC^S^U W«lH«(p<0. 05),3B^(P<0. 01), 7, 14, 21,*5J; 
TJ?28 0fHp<O. 001) *fflg^— T^tteS^flK&ofco #^ 

/k— 7°(Dft^6^^Bfrffi(anterior segment)^*Sr^-fo *frfl&7Vl'— ^CFi^ $t£!l& 
^«^fi^J;oT^JKdS^M^ofe©lCJt^,HCEC^— ^?r±, 28 0 g 

[oo4i] ijgmvfztbftmft&Mfa&imi'fznm 
] 

DU^^^^(DiI-positive)^9Jia^5 % 37- ^ViX— hJifcJ^Wfeb-CWS^ 3oJ; 

^c(06A) o ®6B^1-«£5^ ^V^-h-hOth^mp^^lffl^^, 
}*o#«9L7"c(well-defined)^BJ^^#^r^ri-6iE^*^3£V ^^(quasi-regular forms)^ 
^LTV>fco ny-^y^-hitli, M^Ccell defects^JLk^^ofco =*5> 
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m 2 (^±f||«S^ 2531±290«/mm 2 )(Dt5H-efeo7^ 0 

[0042] mm^m&m 

feM^O j&S^fetLfe ( H 7A) „ t^JK&UD*! flU^fC^ ffiiC «\ 

— ^iy—h±ia-i, mhfr&mM&i^t&^k$tt-rm7c) 0 hcec^w— ^° 

37- <^>>— h(D^B_h^#?ti-^ 0 hcec^Vv— 7°-ef*. 

[0043] [■rV^^iXa^] 

^^^^M^^it^M^^B^: (pseudophakic) ^rt^^^^^ft^ 

b7)^L, r©gf!i, y^^^iopen-sky^m^x^mM^mm^m^, & 

5H9JII;& s SU:5o ^^jgrt^^H^^Cdeep lamellar endothelial keratoplasy)(DLEK) 
[0044] KT— ^H(D^+^#t|^M5fc*6cDW^{-i«9, ^MTmm^f^cDwm. 



WO 2005/078071 



13 



PCT/JP2005/002402 



$&mmK ^-nmcoh<Dtmmvx^^^t^^mvtc 0 ^©rfcra, Na + -K + AT 
LstzMYftWk fcfem^(Dmmmm^<Dj§Wkx\^ ^(D^(D^mm^t>fcox, m 

lt, ^(D^y"(D^mxmm\^m^mxh^t^mh^xh^t^i- 0 
[oo45] nifKitsf*, ^h^m\H&mmmm^9—^^-b^mm^timM^mm 

^xmm^titc 0 ^vyv^-^mMm^^^x^ ^v^m^mm^mmm 

frotz.<DX\ ^/v^^n^^mm^x.^ mmm^mmm-z. mm^rnm 

[oo46] ^.(D^/^xm^, tbfrbv^^<Dmnm&m<vfcrfafcfcfe, ^^h-t-zK 
\m-z> 0 ^^(Dmmm^mnm^m^/^xn, mM^mm^-h^^K m 

*5v^t, we, #«^2-i6 0 mx\ fimt£<mmt5tiz>o n^^m^xn, *v 
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[0047] m^-r^t, thnm nfcmyfe&m-r^?— ^>v— h^mmwA^m^^x, 
mt. 4^h^(Dnmmw<DByk(Dmw^m\H^mmmm^^x^^;(2) 

^mt£&mxfo%~b%:^-r 0 
[oo48] ^mm<D\ibnm^&mm<Dmm^m^^mmi^&^(Dmm:^m-i, #*t 

[0049] mi]mmi^fc\ibMm^&m^9-^y-b<Dmm^^i-o "E*tv>5^ 

^— ^JJ^cD80— i-^T<Df£)|SK-*^-C, ?T^f>\ Na + -K + ATPa s 
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7 s — TO + SD-Cfc^o *P<0. 001. th^ft^M^- h^y-^rVv' 
-h; p<0. 001, ^H^7-^V^-K 

fc6mmO^JSIi^l!fl«:, ^^(DfigTW'i^fcSCcentered at 12 o'clock) 0 (B) 3 
0^— v^if^fflV^, ffi6. Omm(DR^>^J^»fTofc 0 (C) Hg<Dfi|Jf7> 

WfjiV— ^£*)±miZ.m<%:otl 0 1, 3, 7, 14, 21, 3o £TJ?28 0 @ ^, HCEC^/V 
-y^l^>-yt©Flt\ ^lfi¥$^M^j*V>^feo7t(*p<0. 05, **p<0. 

oi, P <o. ooi) 0 

msmmsa n<D^yh^^mmmKx^xnhtitimm^Mo (A)mnnm 
<Df£\\ n^^m&^-r^ FLCKc^/v^\ctetf%mmcDftmMt£^Mx&z> 0 m 

[ni6]28 0 ^(DDiixMmvtcucEc^yp-yiz.^n^mcD^mmmm^^: 

*5it^^3fe®^lfi^(A*5j;7J?C), JfeW^K^»m^[^*(bright field 
micrograph) (B) 0 (A) Dil^v^^Mte, #«Utth^jg| ft&M=t7-^V^ 
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-f_h©|J^(DiJS!i, (B) £|^C{g^-e\ Dil^^^-efc^o — ia(Bars)=l 
000 ix m (A) , 100 ix m (B*5 £7J?C) 0 

^—^^—htmMisfrftmmn&mzfc&irz> 0 -hs=ioo 

ix m Q 

[|2l8]^jSI<»Bf&OTo 
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m^mm 

ra itfftBM^-^v^:^-^ 

[7] ittfiBM^-y^^^^-hT)^:!^ 

[8] iitifBfch^j§lrt;£M<7>i:« 

[in mmthi%m[HBimM<Dmmzteiir%, m^w^^nh^m^&m^m&^i x i 

0 5 — 1 x l0 7 ^/ml(Df5Hi:-r^ft^^<^g7-ll(DV^-f tL7)^l3g^WB*(D^ife 0 

[12] nm^mm^mi^ntch<D^hmmm-ii(D\^n^im^mm^mo 

[13] «ft7)52-10ft-t?fc§ft^I112^fBtt(D^ o 

[14] ^J^rt^«OJ:##^, 37°C, 10%CO <Z)^#-etft>tL^<D-efe§ff^Il6— 13 

2 
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